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WO 98/42705 discloses (R,S)-7-(3-aminomethyl-4-syn-methoxyimino-
pyrrolidin-1-yl)-i-cyclopropyl-6-fluoro-4-oxo-1,4-dihydro-1,8-paphthyridine-3-
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15 PCT/KR99/00099 (published after the priority date of the present
application) discloses a process for the production of 4-aminomethyl-3-

alkoxyiminopyrrolidines and salts thereof from aminomethylipyrrolidin-3-one and the

corresponding alkoxylamine. Suitable salts of the 4-aminomethyl-3-
alkoxyiminopyrrolidines are described as the hydrochloride, trifluoroacetate and
20 sulfate salts.
The present invention relates to novel 4-aminomethyl-3-

alkoxyiminopyrrolidine salts which are of use in the synthesis of pharmaceutically

active compounds.

According to the invention there is provided a compound of formula (I):

25

.
H,N
NH,
2.CH,S0;

wherein R is Cj4alkyl or C;4 haloalkyl.
The compound of formula (1) is preferably 4-aminomethyl-3-
30  methoxyiminopyrrolidinium dimethanesulfonate.
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wherein Ris Ca alkyl or C -a haloal kyl. The conpound of fornula (1) is
preferably 4-aninonethyl-3- 30 nethoxyi m nopyrrolidiniurn

di znet hanesul f onat e. W01/ 17961 PCT/ GB00/ 03358 Accor di ng to a further
aspect of th®OPH¥@kion there is provided a process for ﬁBGBP%q}EFétl on of
a conmpound of forrmula (I) V\:hl ch conprises reaction of a conmpound of formula
(rry: R I N PlNNHP2 R is.as, defined, for for Ia(l)
and P, and P2, which ?’n%té’ atfjﬂ'éheéﬁsr?ﬁ“cﬁ’rf H’(ﬁl“fvfgtrmém’ere %§rpéové‘?ﬁdﬁé’“bcﬁ)st@ctl ng
groups, with r%maﬁtcgen plafompaeide! fasmpledbvdishcsmatises Fgoinigs P, and P2

i ncl ude any suomating offarmolaglibt ecti ng groups which are r enovabl e by
treatment with nethanesul fonic acid. The PReferred 10 protecting group for
both P, and P2 is t-butoxycarbonyl. The réTacti on of the conpound of fornula
(11) and nethanesulfonic acid is suiia %/\ carried out at a tenperature

bet ween about 10C and about 50C re referably at a tenperature of
40-45C. The anmount of nethanesul fforfic a¢id used to effect the deprotection
of the 15 conpound of formula (I1) \i/s’s\uu,aH}WZZ to 4 equival ents. For
exanpl e, 2. 4 equi val ents, suitably used at a tenperature of betw? n 350

and 40C, or 3 equi val ents, suitably used at anbient terrperature
preferably 2.5 equi whtreintRsis agdadigechior formulatl end Birand B, whichysay bethe reactl on
is suitably caameeddifferent] are amiwlpwestting fronpsewithpletianaavifaliocehiol such as 20

net hanol , ethanol, FsigRGRAEGIg gfipd P, RROPARELde HiyGhitBlamihidRoRcting
acetonitril eneg?&ﬁ.g% hare’]%ﬁ‘xgwble Qreg)tﬂfew WIMQ%%%C aa-h":Thé Seferbyt yl met hyl

ether, dio xtur any of these. The sol vent
is prefera y pﬁ%tf‘ﬁ‘&ﬁ oup lr%to Iﬁanc{%”s B Hpgear gg I )e/ ts voI me of
sol vent may be used!B %“"@C“"QB C‘lfn@éfﬂ 9 PEmtia il ppdme ﬁ??é $ormul a
(11) may be preeiwbheerrnsd qubal agerapssasee betyeaabordd°t and @suw°@ rata“s 262, EP
688772 and PCThrifRasiy@0D@hperthue afdfidothds of fornula (1) are useful as an
i nternedi ates for prepakdurfol Mh-nedhuodc and ifass Efccahsdgpadtediionbieht y t hose
described {91 Ugipefddréhauite) ERuiBEE 518 4 equivalents. For example, 2.4
equivalents, suitably used at a temperature of between 35°C and 40°C; or 3
equivalents, suitably used at ambient temperature. More preferably 2.5 equivalents
used at a temperature of 40-45°C.
The reaction is suitably carried out in a solvent, for example, an alcohol such as
20  methanol, ethanol, isopropanol, or n-propanol, dichloromethane, acetonitrile, acetone,
methyl iso-buty! ketone, DME, THF, tert-butylmethy! ether, dioxane or ethy! acetate or a
mixture of any of these. The solvent is preferably methanol. Suitably, up to 10
equivalents by volume of solvent may be used, e.g. about 4 equivalents.
The compounds of formula (II) may be prepared by the processes described in
25 U8 5,633,262, EP 688772 and PCT/KR99/00099.
The compounds of formula (I) are useful as an intermediates for preparing
quinolone antibacterials particularly those described in US 5,633,262 and EP 688772.
Thus according to a further aspect of the invention there is provided a process for the
production of a compound of formula (III), or a pharmaceutically acceptable salt and/or
30  hydrate thereof:




Thus according to a fur her aspect of the invention there is provided a
process for the production of a conmpound of formula (II1), or a

phar macewbioeteély acceptabl e salt and/or 30 hydrate theraafoonssgs WO 01/ 17961
PCT/ GB00/ 03358 O ,COOH F RO N=~N NN Ji NH2 (Ill) wherein Ris as
defined for forrmula (I), which conprises reaction of a conmpound of fornula
(1), with a conpound of formula (I1V): 5 O9F~ ~/COON X NNi (IV)

wherein X is a |leaving group, e.gg_a I;L | ogen at gmOMr ef erably chlorine; and
optionally form ng a phar maceutlcal\gr %;ept | e salt and/or hydrate

thereof. 10 Ot her suitablpg | eavi ng Ips X Will be apparent to those
skilled in the art. The react \tﬂp/}grrpounds of fornulae (1) and (1V)
is preferably conducted i @esence of a base e.g. triethylamne. The
reaction of the conpounds of froFmul ae (I)and (1V) is preferably conducted
in a solvent, e.g. acetonitrife, an aqueous sol vent such as aqueous
acetonitrile or an aqueous al co@g 15 and nore preferably water. \Wien water
is used as solvent for this process the resulting conpound of fornula
(I11) is of superior quality to that obtained using other solvemys. This

leads to an i rmrml\é@mis dsefil f&q@hﬁﬁwapRuhﬁdis%oﬁ.sﬁws&eaeﬁor%ﬂa%o ?Qﬁidance

wel | as a nenta advant ages. Further details
regardlﬂg he rea(ci’lon I)E?%Pﬁjedggf&%ﬁ% of formula (I) and (1V) can be

found im US 20 5,633,262 and EP 68877 The conmpounds of formula (I1V) may
be synthesisied as described in US 5, |33, Zgéoﬁnd EP 688772.

F\(j/ ~.
X/IKN/ \N/J

av)
wherein X is a leaving group, e.g. a halogen atom, preferably chlorine; and
optionally forming a pharmaceutically acceptable salt and/or hydrate thereof.
10 Other suitable leaving groups X will be apparent to those skilled in the art.

The reaction of the compounds of formulae (I) and (IV) is preferably
conducted in the presence of a base e.g. triethylamine. The reaction of the
compounds of formulae (I) and (IV) is preferably conducted in a solvent, e.g.
acetonitrile, an aqueous solvent such as aqueous acetonitrile or an aqueous alcohol

15  and more preferably water. When water is used as solvent for this process the
resulting compound of formula (ITI) is of superior quality to that obtained using other
solvents. This leads to an improvement in the quality of the resulting drug substance
as well as a process that may offer environmental advantages. Further details
regarding the reaction of the compounds of formula (I) and (IV) can be found in US

20 5,633,262 and EP 688772. The compounds of formula (IV) may be synthesisied as
described in US 5,633,262 and EP 688772.

The compound of formula (III) produced according to this aspect of the
invention is preferably (R,S)-7-(3-aminomethyl-4-syn-methoxyimino-pyrrolidin-1-
yD)-1-cyclopropyl-6-fluoro-4-oxo-1,4-dihydro-1,8-naphthyridine-3-carboxylic acid

25  methanesulfonate or a hydrate thereof, preferably the sesquihydrate, as disclosed in
WO 98/42705. The methanesulfonate and hydrates thereof may be synthesised from
the free acid as described in WO 98/42705 and WO 00/17199.

The compounds of the invention have the advantage that they are stable, i.e.
not hygroscopic. They can be isolated from the reaction in higher yield and purity

30 than the corresponding dihydrochloride or free base. The dimesylate salts can be
-3



The conpound of fornula (111) produced according to this aspect of the
invention is preferably

(R, S)-7-(3-am nonet hyl - 4- syn- net hoxyi m no- pyrrolidin-|-

yl)-1-cycl opW88§/f7-9%‘-f | uor o- 4- oxo- 1, 4-di hydr o- 1, 8- napht hyr POTRBYTE, boxylic
acid 25 net hanesul fonate or a hydrate thereof, preferably the

sesqui hydr at e, h:SC i /42705, The.net hanesul f te and
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that they are Stipdipus anfibasterials of high gty awshricveral Bhvaptagesmeshl fpmabiag & from t he
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PCT/ GB00103358 4, S 3N IV pondi ng
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purity and sevgi‘ﬂmﬁlﬂ%;gﬁ repé%ﬁ?@”’igﬂ?ﬁaﬂ%qm@d‘{cm‘ésmgith?@“ﬁﬁﬂ’i“@ﬁ%. For
exanpl e, when €ihgdrechborideionfecdrasgyasdntbmnedittee is (R S)-7-(3 5
am nonet hyli6 4- syn- metlhpiblicationspinglydingiiut gt himited tophtpnts 4nd patent applications, cited
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t o pat ent s Iandbyandetstood et the exappies arednterdgd tq fustigtedubpad én ayceanpeimit e herein
i ncor por at ed bgheseipe bethe evergionf each individual publication were
rs]pec! fical It% anga [ ndi ?/I dualt I ]Y [ tnﬂl C'?‘Led' to b;a_ i ncor p_olr?t efl b%/ éeLerteRce
erein as oughhmdidil |y set forth. e invention is illustrated by the
fol l ow ng exanp] es.. ever ity shaul d . ] he exanpl es
are int endg@xt e et )F"\E%Lﬁg{o{)n&{thmn% ?’%fﬁﬁ o’r‘r’.’f}% R rﬁ{#g?ﬂ% ?n&r%%q?%@ﬁén%%pe of the
i nvention. anple 1 Synthesis of
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-

A solution of 1-(N-t-butoxycarbonyl)-4-(t-butoxycarbonylaminomethyf)

pyrrolidin-3-methoxime (100g) in methanol (660mL) at 15-20°C under nitrogen was

25  treated with methanesulfonic acid {56.4mL) over 5 min keeping the temperature below
30°C. The solution was stirred at 20-25°C for 16-20hrs. During this time the product
precipitated forming a thick suspension. The product was isolated by filtration, washed
with methanol (165ml) and dried under vacuo at 25°C to give the title compound 84g
(86% ).

30 m.p. 189-193°C;
m/z: 144 (M+H)";
*H NMR (400MHz, ds-DMSO) 8: 9.27, (2H, brs), 7.95 (3H, brs), 4.01 (1H, d), 3.92 (1H,
d), 3.87 (3H, s), 3.69 (1H, m), 3.26 (2H, m), 3.26 (2H, m), 3.15 (1H, m)}, 3.08 {(1H, m),
2.39 (64, s);

35  Analysis: C, 28.64%, H, 6.25%, N, 12.46%; CgH2N30;S; requires C, 28.65%, H,
6.31%, N, 12.53%.

Example 2



2. CH3S(C3- A solution of |

(N—tI but oxycar bonyl ) - 4- (t - but oxycar bonyl am nonet hyl )

pyrrolidi hoxi me (100g) in nmethanol (660nL) at 1 r nitrogen
was 25 tvfbe&;lt“e rlvvlth met hanesul fonic acid 256 4n1)_) ove? @ %Odr’l”a%gepi ng tﬁe
tenperature below 30C. The solution was stirred at 20-25C for 16-20hrs.
Dur Llngt t hi 8yrthd¥R &Og%nm&sem? 3RSy Rhihayerdlidiafuf dlﬁheﬁaﬁéﬂﬁl%aﬁeug ﬁ%lsi 03- dT_hed
product was |so i Nat T on. . an rie
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iz 144 ( DT meed e?g ﬁg@?ﬂ% g B props yas Upaisd

brs), 4. 01“’(41 methgpesubionjoaqid (4 /mLy 702, 3.5@quiy heyer é% mirskegping thetempegature3 26 (2H
m, 3.25 (belpwi2piC. Thesslufion was hepted B 4B4°C over I mins 2nd3BaipBised 89 this35

Anal ysi s: empefanfefdr 445, hré. Dindng this tifn2 tProducBhidipitdetIdrmiagaiics C, 28. 65%
H 6.3 1%usPbnsiba. TRIbrube@omlcewds isdlat¥DoPhltbhASBin RGHECRAGhA335Rd witNt hesi s

of 4-am no {hgﬂ(ll;(fﬁﬂgﬁ.% o/t &qc{\%é 19&1{@%@'}? L@ @pftox> SOl ution
g;r r1 ol( :\ti;[ n%@%ﬂ@&?aﬁ@?ﬁﬁg‘ car% %(}gf&?“’zﬂlwﬁ TV SHIRA ¢ ¢ ogen was

a"ﬁ’8
treatedd wird howt ﬁélﬁ@gqs‘r“ftms tar@ rashedyi OlRRSy3PPERKe FS0M) i
keepi ng themt‘b'mﬁelndﬂrwn@um%éomomthﬂm@ OSPmpgmdcﬂi‘ 8gd{d8%aat ed to 40- 45C over
30 m ns anChaméterisiigndach wdre térisistent witpestaddardsafnple of the thlesompbundng this tine
the product precipitated formng a thick suspension. The crude product was
i sol ated by, {idtsation under nltrogen and washed with nethanol (200m).

The cryde R pended et 4 vol u rox. 360m) and
heat edqg 7 =] § gy %5““;‘%9“1& - F&n'l on was stirred
10 for 1 hEYRQRIE P 4-dihydros.2:nap eSS (2 vol unes,

approx. 180mi) myéﬁm@@i(%Mbwas/aﬁlésmwaqhmmé%logqow Grﬂ@rtaﬁqxe- conpound
73. 89 (78%lP-dihydnai Saaphthyiding-Hedrboxptic ecid (-5gh inoveterdRirl) at Kt20i0ar d sanpl e
of the titkfdhempaumedtired oapPnen. 34 Aﬁunﬁmfﬂyﬂs-ln&tmkylmmo-pyrrohdmlum
E, Er ?f)yPO( 3% fd Qﬁkﬂa&e szgpwggegdhm'du%we@s V(s Qndé:‘né!ﬂx e € ClY .
ic aci

Tri et hyl am ﬁé%f’é g‘ Tor ! Z'a?z:n‘g r%s H]’ggp P%(' ﬂlt@leeda{j algi;ga%iyuor 0- 4- oxo
1, 4- di hydr & A
15- 20IC yar 50°C to give the tx e compound asa whlte solid (4. 23g) (1 % as is, 836% on assa}E;\r (25nmt) at

Characterising data were consistent with a standard sample of the title compound.

25
cyclopropyl-6-fluoro-4-oxo-1.4-dihydro-1.8-naphthyridine-3-carboxylic acid
methanesulfonate

30 A solution of methanesulfonic acid (0.33 g, 3.43 mmol) in dichloromethane (1

ml) was added to a suspension of (R,S)-7-(3-aminomethyl-4-syn-
methoxyiminopyrrolidin-1-yl)- 1-cyclopropyl-6-fluoro-4-oxo-1,4-dihydro-1,8-
naphthyridine-3-carboxylic acid (1.5 g at 89.9% purity, 3.46 mmol) in a mixture of
dichloromethane (23.2 ml) and ethanol (2.7 ml) at 30°C. The mixture was stirred at 30°C

35  for 3 hours then cooled to 20°C and filtered. The cake was washed with dichloromethane
(20 ml) and dried at 50°C under vacuum to give the titte compound (1.71 g) (102% as 1s,
91% on assay). Characterising data were consistent with a standard sample of the title
compound,

40 Example S

cyclopropyl-6-fluoro-4-oxo-1.4-dihydro- 1.8-naphthyridine-3-carboxylic acid
methanesulfonate sesquihydrate




and the mxture stirred for 20 mn.

4- Am nonet hyl - 3- met hoxyi m no-pyrrolidinium 20 di nmet hanesul fonate (3.86Q)
was added, fgl.l by water (5ml), and the mxture stirr 5C for
17% hours. 'I)&Lew%@ul ting product was filtered and the cakggﬁ%%ﬁ%ég

water (30m ) followed by et hanol (30ml) and dried under vacuum at 50C to

give the title conpguggy arﬁmWﬁétBﬁé Lz'n%tk(o% rrb1IR2 V8RS - LR 10pRBYEE
talstslag) conpd(;ﬁ:lgft ofA- %(ngﬁ ahy%r %ﬁ%f)ﬁ%& dgf% oxy 1% a&d3 meﬁl@esu onag ggOf the

S) - 7- ( 3- ami norfe? puxaty RS ?“Ffeﬁfrh% r?&f‘?‘tﬂr??a“‘l’l (13} ) gud water (75
cycl opr opyl - 6-1¢1) grskhsatgd WBEICI%MUIQVM@%)UMELIM%W hiks selutien Yagenoigdty | i ¢ aci d
met hanesul fson3#eC &l seedsasdls of (ReH)- 7@ tandmstiyl-d5jremetboxyififhofiragidindl-#3 nmol )

i n-dichlor orretlh@/al%p@ - hlor¥@Soxaddedhyddo-2, 854 Eﬁﬁi&@. &drbox hc acid

(R S)-7-(3-anmpoue

| opr opyl - 6-f | fiﬁ?%naﬁle s’ié’dﬁ y@%‘ir é’d @h;;%gﬂﬁ%&k é@zgtjrwéé a{ég:ﬁY& ool to cid
(1.5 g at 89. ﬁ Wl ‘mf? EPevayeoolsf i) o gﬁ‘é 23.2
m) and et han §6c§ erw& ?ﬁ\mwr%ago é%’ﬁ?ﬁn ea‘hawo YEVES for 3
hours t hent0c oéu@@d t‘i’é' fQ qurrcanglithendyréigr drivglent SQTKCamderyaguairh elhewikiethproduct

di chl or onmet harves e{@8edth heaatlogghére th gite thoSsquiitdrate) A2.0g1{92%). (Thamceligng i t e
compound (1. 7 Ha@wetelbddMatast witha st-RdardOnplasaRY dtle Ohpbaf@t eri sing data were
consistent wth a standard sanple of the title conpound. 40 Exanple 5
Synthesis of (R S)-7-(3-am nonet hyl - 4-syn- net hoxvi m no-pyrrolidin-I-ylLIl-
cycl opropyl - 6-fl uor o- 4- oxo-1, 4-di hvdro- 1, 8- napht hyri di ne- 3-carboxylic acid
nmet hanesul f onate sesqui hydrate -5 WO 01/17961 PCT/ GBOQO 03358
(R'S)-7-(3-am nonet hyl - 4- syn- et hoxyi m nopyrrolidin- | -yl)- |

-cycl opropyl -6 fluoro-4-o0xo0-1, 4-di hydro-1, 8-napht hyri di ne- 3-car boxylic acid
net hanesul fonate (27.5 g at 91% purity, 51.4 mol) was stirred in a

m xture of isopropanol (150 m) and water (75 m) and heated until a clear
sol ution was obtained (52C). The solution was cooled to 5 34C and seed
crystals of (R S)-7-(3-am nonet hyl - 4-syn- net hoxyi m nopyrrolidin-I-yl)-

| - cycl opropyl - 6-fl uor o- 4- oxo- 1, 4-di hydr o-1, 8- napht hyri di ne- 3-car boxylic
acid nethanesul fonate sesqui hydrate added. The resulting suspensi on was
allowed to cool to 25C over 1 hour and stirred for 18 hours. The slurry
was cooled to O - 4C, stirred for 2 hours, then filtered and the cake
washed with isopropanol (30 m). The product was



10 sucked dry for 2 hours and then further dried at 50C under vacuum The
dried product was exposed to the atnosphere to give the sesqui hydrate,
22.9 g (%Y aracterising data were consistent wt rd sanpl e
of the tit emg%alilrrpound. 2 0D 0115067 potr ooy oassh - ERERIARSR), conpound
of formula (1): OR I N HZN NH3 5 2.CH3SG3 (1) wherein Ris Cl-4 alkyl
or C' hal ogl kwis 2. 4- Ami nonet hyl - 3- met hoxyi m nopyrrol i di ni um

di met hanesulfonate. 10 3. A process for the production of a conpound of
formula (1) as defined in..claim1l which conprises reaction of a conpound
of formul al'(ll):A popn ff%‘&‘ﬁ?@»z 15 (11) wherein Ris as defined for
formula (1) and P1 and P2, which may be the sane or different, are am no
protecting groups, wth methanesul foni c,(l)%ci d. 4. The process according to
claim3 wherein P1 and P2 are both t 2Q,butyl oxycarbonyl. 5. The process
according to claim3 or 4 wherein ths unt of nethanesul fonic acid used
to effect the deprotection of conpound of forrmula (11) is 2 to 4

equi val ents. 25 6. The process %ccordi ng to any one of clains 3 to 5
wherein the reaction is carried ot /al‘fférrper ature between about 10C and

about 5;)C. 2.CH,S0;
@
wherein R is C;4 alkyl or C4 haloalkyl.
2. 4- Aminomethyl-3-methoxyiminopyrrolidinium dimethanesulfonate.
10
3. A process for the production of a compound of formula (I) as defined in
claim 1 which comprises reaction of a compound of formula (II):
(I)R
N
//\/
PN (
\/ . NHP A
15 (1D

wherein R is as defined for formula (I) and Py and P;, which may be the
same or different, are amino protecting groups, with methanesulfonic acid.

4. The process according to claim 3 wherein P; and P; are both t-
20  butyloxycarbonyl.

S. The process according to claim 3 or 4 wherein the amount of
methanesulfonic acid used to effect the deprotection of the compound of formula (IT)
is 2 to 4 equivalents.
25
6. The process according to any one of claims 3 to 5 wherein the reaction is carried
out at a temperature between about 10°C and about 50°C.

7. The process according to any one of claims 3 to 6 which is carried outin a

30  solvent selected from methanol, ethanol, isopropanol, n-propanol, dichloromethane,
acetonitrile, acetone, methyl iso-butyl ketone, DME, THF, tert-butylmethyl ether, dioxane
and ethyl acetate.

n
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7. The process according to any one of clainms 3 to 6 which is carried out
in a 30 solvent selected from nethanol, ethanol, isopropanol, n-propanol,
di chl oronet hane, acetonitrile, acetone, nethyl iso-butyl ketone, DVE, THF,
tert-butyl nfeV@V178&her, di oxane and ethyl acetate.\\1\\\\JA/GBOYOIAE$ 01/ 17961
PCT/ GBOO' 03358 8. A process for the production of a conpound of fornula
(rrr), or a har magceuti cal |y acceptahl e salt  apd/ or rate thereof O
F--"-1,, ,, C%—i TQEess g?r,@/eﬁro 1> @IC?IWO“RQ\H&%EPW& %{é’fas defined for

formula (1) i Rhamagesically aereptpble salindopkydraeterof of a conpound of fornul a
(1) as defined in claiml1l, with a conpound of fornmula (I1V): O F J COON X
NINJ 10 (IV) wherein X is a |leaving group; afid optionally formng a

pharmaceutically acceptable salt an(y or hydr'éte thapgof. 9. The process

according to claim8 wherein the react\i\?ﬁwh,q/cgrrpound of 15 formula

(1) and the conpound of for a (1V) isiconducted in a solvent in the

presence of a base. 10. The proc\eSS\ﬁeébr}g/(th%) claim8 or 9 wherein the
, .

—_—

conpound of fornula (I11) is N~ ]
(R S)-7-(3-aniinonet hyl - 4-syn- et hexyi m no- py|1rol idin-1-yl)-1-cycl opropyl -6
20 fl uoro-4-oxo-1, 4-di hydro-1, 8- napht hyri di ne-3-carboxylic acid
nmet hanesul fonate or a hydrate thetrqgof. Frrerr 2l lio 1111211121111211 -
2
5 (111
wherein R is as defined for formula (I) in claim 1, which comprises reaction of a
compound of formula (I) as defined in claim 1, with a compound of formula (IV):

F ,\)\/COOH

10 vy
wherein X is a leaving group; and optionally forming a pharmaceutically
acceptable salt and/or hydrate thereof.

9. The process according to claim 8 wherein the reaction of the compound of
15 formula (I) and the compound of formula (IV}) is conducted in a solvent in the
presence of a base.

10. The process according to claim 8 or 9 wherein the compound of formula (IH)
is (R,S)-7-(3-aminomethyl-4-syn-methoxyimine-pyrrolidin-1-yl)-1-cyclopropyl-6-

20  fluoro-4-0x0-1,4-dihydro-1,8-naphthyridine-3-carboxylic acid methanesulfonate or a
hydrate thereof.
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